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DEPARTMENT OF HEALTH 8s HUMAN SERVICES Public Health Service 

Food and Drug Administration 
College Park, MD 

Mary Ann Coral-Arnasifuen 
Kelatron Corporation World Headquarters 
1675 West 2750 South 
Ogden, Utah 84401 

Dear Ms. Coral-Amasifuen: 

This is in response to four separate notifications you submitted pursuant to 21 U.S.C. 
350b(a)(2). All four notifications were received by the Food and Drug Administration (FDA) 
on January 3,2OO2, followed by an addendum dated January 10,2002. In follow up, we 
contacted you by telephone on January 14,2002 notifying you that the notifications were 
incomplete (see background of follow up below). Subsequently, you sent addendums dated 
January 18, and February 5,2002. We received your last addendum for your notifications 
dated February 5,2002 on February 11,2002. Therefore, the effective filing date for all four 
notifications is February 11,2002. 

As noted above, we contacted you by telephone on January 14,2002 notifying you that the 
notifications were incomplete in that they did not contain levels of the dietary ingredients, 
conditions of use, or copies of the full-text journal articles corresponding to the abstracts you 
sent us. We explained that the requested information would have to be submitted in triplicate 
(3 copies) if we were to consider these references in our review. On January 24,2002, we 
called you again and left a message that the addendums that you sent dated January 18,2002, 
did not contain the levels of the new dietary ingredients as requested. 

Each notification concerned a different botanical that you assert is a new dietary ingredient. 
The botanicals are listed below by the Latin binomial name, plant form, and product name as 
stated in your notifications. 

K&X negundo L. (pure leaf powder ) -- BioVitafluIBioVitabronch 
BZumea balsamifea L. (pure leaf power) -- BioRenal 
Mormadica charantia L. - Makiling v. (pure leaf powder) -- BioDiamed 
Lagerstroemia specious L. (pure leaf powder) -- BioDiamend 

The law at 21 U.S.C. 350b(a)(2) requires that a manufacturer or distributor submit certain 
information to FDA at least 75 days before a new dietary ingredient or a dietary supplement 
containing it is introduced or delivered for introduction into interstate commerce. This. 
information must include the basis on which the manufacturer or distributor has concluded 
that the new dietary ingredient or a dietary supplement containing it will reasonably be 
expected to be safe. FDA reviews this information to determine whether it provides an 
adequate basis for such a conclusion. Under 21 U.S.C. 350b(a)(2), there must be a history of 
use or other evidence of safety establishing that the dietary ingredient, when used under the 
conditions recommended or suggested in the product’s labeling, will reasonably be expected 
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to be safe. If this requirement is not met, the new dietary ingredient or dietary supplement 
containing it is deemed to be adulterated under 21 U.S.C. 342(f)(l)(B), because there is 
inadequate information to provide reasonable assurance that the new dietary ingredient does 
not present a significant or unreasonable risk of illness or injury. 

FDA has considered the information in your notification and has several significant concerns. 
Based on the information in your notification for all four botanical ingredients, FDA has 
determined that the information submitted suggests that the intended uses imply or represent 
treatment of disease. The following are examples. 

l The botanical ingredient Vitex negundo L., the product name 
“BioVitafWBioVitabronch” implies a recognizable disease condition, the “flu”. FDA 
considers a brand name that includes a disease name or a clearly recognizable 
derivation of a disease name to be a disease claim. (See 21 CFR 101.93(g)(2)(iv)(A).) 

l Under the conditions of use for the botanical ingredient Blumeu balsamijkru L. 
(BioRenal) you state that BioRenal might be effective as a diuretic and as an anti- 
urolithiasis agent (chronic formation of kidney stones). 

l Under the conditions of use for the botanical ingredient Monnudicu churuntiu L.- 
Makiling v. (BioDiamed) you state that the recommended use is that it may be helpful 
for blood sugar regulation and type II diabetes mellitus. 

l Under the conditions of use for the botanical ingredient Lugerstroemiu specious L.- 
(BioDiamend) you state that clinical trials indicated that BioDiamend may have some 
blood sugar lowering properties in vivo and therefore the recommended use is that it 
may be helpful for blood sugar regulation and type II diabetes mellitus. 

Please be advised that any representation that a product is intended for the diagnosis, cure, 
mitigation, treatment or prevention of disease in man or animals suggests that it is a drug, as 
defined in 21 U.S.C. 6 321(g)(l)‘(B), and would be subject to regulation under the drug 
provisions of the Federal Food, Drug and Cosmetic Act. All drugs must be approved by FDA 
before they can be marketed in the United States. lf you wish to market your products as 
drugs, you should contact FDA’s Center for Drug Evaluation and Research (CDER), Office of 
Compliance, HFD310,752O Standish Place, Rockville, Maryland 20855. 

FDA also has concerns about the evidence on which you rely to support your conclusion that 
the four botanical ingredients in your notifications will be reasonably expected to be safe for 
the suggested or intended uses. 

Much of the history of use information you submitted appears to be selected pages printed 
from commercial magazines or promotional literature. Some of the sources of these articles 
were not identified nor were the specific ingredients in your notifications mentioned in the 
articles. These articles primarily focus on anecdotal use for disease conditions and do not 
address safety. The statements in these articles cannot be validated and are not corroborated 
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by scientific data. Although requested, you did not provide us with photostatic copies or 
reprints of all of the abstracts or the complete reference citation for what appears to be an 
excerpt from a reference book. Consequently, those abstracts and excerpts were not 
considered in our review. 

We are also unsure if the botanical ingredients described in some of the scientific literature 
were the same as those described in your notifications. Further, we are not sure if the specific 
genus, species, and author citations are correct for two of the botanical ingredients. Although 
we searched a number of botanical databases, we could not find the specific Latin binomial 
names Mormadica charantia L. and Lagerstroemia specious L as stated in your 
notifications. We are aware of the Latin binomial names Momordica charantia L. or 
Momordica charantia Linn. and Lagerstroemia speciosa L. or Lagerstroemia speciosa (L.) 
Pers. However, when referring to your botanical ingredients in this letter, we will be using 
the Latin binomial names as stated in your notifications. 

We also have concerns regarding the scientific information that was submitted. Most of the 
scientific articles and unpublished reports in your notifications primarily address use of the 
study ingredients as drugs to treat specific disease conditions and do not provide adequate 
evidence of the safe use of the specific ingredient. Also, it was not clear if the ingredients 
used in some of the studies were the same ingredients (genus, species, and author citation), 
the same part of the plant, or the levels per serving dose, as those stated in your notifications. 

In your notification on Vitex negzmdo L (BioFlu/Bio Vitabronch), you submitted a summary 
of an unpublished, uncontrolled, open label study evaluating the safety and efficacy of Vitex 
negundo L (Lagundi) tablets as an antitussive agent. The trial titled Section 5.2:Phase II 
Clinical Trial was conducted from January to December 1984. Twenty-five subjects were 
enrolled, 20 children and 5 adults. Subjects were described as having acute asthma (n=4) or 
upper-respiratory, non-bacterial infection (n=2 1). There was a single concluding statement of 
safety that noted that there were no untoward side effects noted or volunteered. No details or 
specific data on safety was provided. We also note that the actual dose level in each tablet 
was not stated. Further, subjects with present or past disease conditions were explicitly not 
enrolled in the trial as stated in the exclusion criteria of the study. This is of particular 
concern since under your conditions of use there are no recommendations to restrict its use in 
persons with pm-existing disease conditions. 

In the report of a randomized study comparing lagundi (15 mg/kg taken every 8 hours for 
3 days) to theophylline (3 mg/kg taken every 8 hours for 3 days) for the treatment of acute 
asthmatic exacerbation (a disease condition), forty-three subjects were enrolled, however; 
3 subjects dropped out after 24 hours. Twenty of the subjects were exposed to lagundi. The 
analysis was done on forty subjects, 6 males and 34 females. For almost all outcome 
measures the theophylline group was superior to the lagundi group. Adverse events were 
noted for 8 theophylline subjects and 5 in the lagundi group. In the lagundi group, the side 
effects noted were emesis (2 cases), palmar desquamation (2 cases) and increased urinary 
frequency (1 case). The author did not comment on the subjects that developed palmar 
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desquamation. The author also expressed concerns about the inadequacy of this study and 
recommended further evaluation and investigation of lagundi. 

We also have concerns regarding the short exposure time to lagundi. The total clinical 
exposure cited as a safety database consists of only approximately 45 individuals with only a 
maximum exposure to lagundi of 72 hours. Considering that you did not indicate any 
limitation or duration of use, these studies do not address chronic use or long term use. 
Further, we have concerns that subpopulations with present or past medical conditions that 
were excluded in the study, were not recommended for exclusion under your conditions of 
use. Accordingly, the study cannot support the conclusion that lagundi is reasonably expected 
to be safe if marketed as a new dietary ingredient for the intended or suggested use. 

In the notification for Blumeu balsamzjkr L. (BioRenal), you submitted sections of a larger 
unpublished study labeled as “7.0 CLINICAL TRIALS.” The subsections are; 7.1 “Phase I: 
Sambong Tablet as Diuretic”, 7.2 “Phase II:Clinical Trial of Sambong Tablet as Diuretic,” 
7.3 “Phase IISambong Tablet as anti-urolithiasis,” 7.4, “Phase III clinical Trial of Bhmea 
balsamzjkr L (Sambong) tablet in the treatment of urinary tract stone: a randomized double- 
blind placebo-controlled study”, and 7.5 “Extended Phase III Open Trial of Blumea 
balsamzjkr L (Sambong) for the treatment of urinary tract stones.” 

All of the studies were small. Overall, 59 subjects were exposed to Sambong across all 
5 studies. Exposure time ranged from 2 days to a maximum of approximately 6 weeks. Most 
of the exposures were less than 6 weeks. 

In the studies for diuretic use, we have the following specific comments. No mechanism for 
the diuretic activity was ascertained, yet based on the conclusions reached that the diuretic 
effect of Sambong was comparable to thiazide diuretics, Sambong use may pose a safety risk 
in a normal population or in a subpopulation who may be also using other diuretics. The 
studies did not sufficiently address safety. Based on the conclusions in the study that 
Sambong tablets produced statistically significant diuresis and chloriuresis comparable to 
hydrochlorthiazide given at 50 mg in 2 divided doses, we have concerns that this may pose an 
electrolyte imbalance risk in normal populations or in a subpopulation with certain present or 
past medical conditions. Your recommended conditions of use only excluded use in lactating 
or pregnant women. Your recommended use in adults 18 years old and over neither included 
instructions on limitations or duration of use nor excluded use for any other populations that 
may be at risk either for using diuretics or due to concurrent use of other diuretic agents. 

In addition, we have concerns regarding the implied use of BioRenal to treat or prevent 
kidney stones, a disease condition. We have significant safety concerns that consumers will 
not be able to self diagnose this specific disease condition and that prolonging medical 
treatment may lead to more serious health consequences. 

In your notification for ikformadicu charuntia L.- Makiling v. (BioDiamed), the only full text 
journal article, was a general summary on the anti-diabetic properties and phytochemistry of a 
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botanical Momordica churuntia L. Please note the difference in the Latin binomial names for 
your botanical ingredient and the botanical cited in the article. The article primarily focuses 
on general efficacy, and not the safety of the seeds or juice of the plant. It does not address 
the specific plant part or form (the pure leaf powder) or the serving levels as that of your 
ingredient. Further, the in vivo animal studies information presented a general overview of 
referenced toxicity studies and focused primarily on the juice or extracts of Karela. You did 
not provide the referenced full text journal articles in your notification. We are unsure if 
Karela is the same plant source or plant form as your ingredient. Nonetheless, the animal 
toxicity information did not provide any dosing levels used nor did it address the specific 
plant form described in your notification. 

Thus, we conclude that the evidence of safety from the article was minimal or lacking and no 
conclusions of safety can be drawn from the report. We also cannot draw any safety 
conclusions from the other published report on the hyperglycemic activity of polypeptides of 
a plant source (fruit, seeds, and tissue). That report focuses on a peptide isolated from the 
seeds and tissue of a botanical variety, Momordicu charuntiu Lirm. and does not describe the 
specific plant part (pure dried leaf powder) described in your notification. Further, the report 
primarily addresses hypoglycemic activity of the peptide and the only safety information is a 
statement that referenced a study using a polypeptide-p-ZnCl in three juvenile patients. A 
photostatic copy or reprint of the full published text of that citation reference was not included 
in your submission. Thus, no conclusions regarding safety can be drawn from the report. 

In your notification for Lugerstroemiu specious L., the study submitted appears to be an 
unpublished trial titled “The Clinical Study on the Water Extract of Leaves of Lugerstroemia 
specious L for Mild Cases of Diabetes Mellitus.” Twenty-four subjects over the age of 
20 years were studied. There is very little information on safety in this report and it is unclear 
if the study was a single or double-blinded study, a critical concern in safety analysis. The 
only statement regarding safety was a statement that all 24 subjects did not have any adverse 
effects. In the absence of detailed safety data and the small size of the study, there is very 
little evidence to conclude that the ingredient can be reasonably expected to be safe for its 
intended or suggested use. 

Overall, the evidence of safety provided for all four of the dietary ingredients submitted is 
either minimal or lacking. All of the supporting studies were of a short duration, without any 
evidence demonstrating safety with chronic exposure. You indicated that under conditions of 
use these ingredients in general, were to be recommended for use in adults (18 and over) and 
were not to be used by lactating or pregnant women. However, the study exclusion criteria 
specifically excluded subpopulations with certain medical conditions from the studies. This 
may be of particular concern, because under your conditions of use you did not indicate any 
limit or duration of use for the four botanicals and persons excluded from clinical trials are 
not excluded under your recommended conditions of use. 

We have determined that the history of use information you submitted in all four of your 
notifications has limited utility in evaluating the safety of these ingredients if marketed as 
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dietary supplements. In conclusion, the information in your notifications does not provide an 
adequate basis to conclude that Vitex negundo L., BZumeu balsamzferu L., Mormudicu 
charuntia L.- Makiling v., and Lugerstroemiu specious L. are reasonably expected to be safe 
when used under the recommended or suggested conditions of use. Therefore, any product 
containing any of the botanicals listed in your notifications as Vitex negundo L., BZumeu 
baIsam#kra L., Mormudica churuntiu L.- Makiling v., and Lagerstroemiu specious L. may 
be adulterated under 21 U.S.C. 342(f)(l)(B) as a dietary supplement that contains one or more 
new dietary ingredients at levels for which there is inadequate information to provide 
reasonable assurance that they will not present a significant or unreasonable risk of illness or 
injury. Adulterated or unsafe dietary supplements are prohibited under 2 1 USC. 33 1 (a) and 
(v) from being introduced or delivered for introduction into interstate commerce. 

Your notifications will be kept confidential for 90 days after the filing date of 
February 11,2002. After May 11,2002, the four notifications will be placed on public 
display at FDA’s Docket Management Branch in docket number 958-0316. However, any 
trade secret or otherwise confidential commercial information in the notifications will not be 
disclosed to the public. 

Prior to May 11,2002, you may wish to identify in writing specifically what information in 
your notifications you believe is proprietary for FDA’s consideration. Nevertheless, our 
Center’s Freedom of Information Officer has the authority to make the final decision about 
what information in the notifications should be redacted before they are posted at Dockets. 

If you have any questions concerning this matter, please contact us at (301) 436-2371. 

Sincerely yours, 

Felicia B. Satchel1 
Director 
Division of Standards 

and Labeling Regulations 
Office of Nutritional Products, Labeling 

and Dietary Supplements 
Center for Food Safety 

and Applied Nutrition 



KELATRON CORPORATION 
1675 West 2750 South . Ogden, Utah 84401 
Phone. 801-394-4558 l Fax: 801-394-4559 

Corporare S&s Offm Phone. 801-627-3050 . Fax 801-612-9191 
Toll Free. l-800-201 -6896 

Mr. Gary Coody 
Office of Nutritional Products 
Labeling and Dietary Supplements (HFS-805) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
5 100 Paint Branch Parkway 
College Park, Md. 20740 

Dear Mr. Coody, 

In reference to the submission of information on the botanicals 
trademarked Biodiamed, Biodiamend 
Biorenal and BiovitabronchlBiovitaflu in accordance with the regulation: 
TITLE: 21 Food And Drugs 
Chapter I - Food and Drug Administration 
Dept of Health and Human Services 
Part 190 - Dietary Supplements 
Subpart B-New Dietary ingredient Notification 
Sec. 190.6 Requirement for premarket notification 

Please accept the enclosed modified pages which include Directions (for use) under the 
Condition of use clause. 
Also enclosed are additional materials (clinical trial data)on Biorenal for your review. 
I believe this was the missing information. 

Please call me directly at my office in North Carolina, 252-234-7160 if further 
information is needed. 



From: 
Mary Am Co&Amasifuen 
Kelatron Corporation World Headquarters 
1675 West 2750 South 
Ogdeq Utah 8440 
Phone (801) 394-4558 

Relatron Corporation Botanical Division 
2145 Barefoot Park, SW 
Wrlson, North Carolina 27893 
Phone: (252) 234-7160 

Ofhe of Nutritional Products 
Label& and Dietary Supplements (HFS-805) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
5100 Paint Branch Parkway 
College Park, Md. 20740 
Atten: Gary Goody 

& accoq&nce with: 
TITLE: 21 Food And Drugs 
Chapter I - Food and Drug Administration 
Dept of Health and Human Services 
Part 190 - Dietary Supplements 
Subpart B-New Dietary ingredient Notication 
Sec. 190.6 Requirement for premarket notification 

(1) Namt usd addnor of distributor: Kelatron Corporation 
1675 West 2750 South 
Ogden, Utah 8440 1 

(2) Name of new dietarv ionredient: BioWtaflu I BioVitabronch (vitew neguth, L) 

(3) Dewri~tion of new ientiieat: BioVitatlu I BioVitabronch is the bulk pure leaf powder of the plant 
variety yirex negurtrdo, L. harvested for medicinal purposes in the Philippines. There has been clinical 
research done on the efFectiveness of this plant for enhancing air flow in and out of lungs and reducing 
phlegm caused by congestion in the lungs. It is currently in use in the Asian market under the name Lagundi, 
which is the local name for the plant in southeast Asia. 

(3) (i) &eve! of new inweditm&: Tbe product contains only the pure plant leaf powder of Vi&x negun&, L 
and no other substance, to be sold in buLk powder form to retail manufacturers. 

(3) (ii) won of use: : In general, to be used by adults (18 and over). Not to be used by lactating or 
pregnant women. 





From: 
Mary Ann Coral-Amasifuen 
Kelatron Corporation World Headquarters 
1675 West 2750 South 
Ogden, Utah 8440 
Phone (801) 394-4558 

Kelatron Corporation Botanical Division 
_. 2145 Barefoot Park, SW 

Wilson, North Carolina 27893 
Phone: (252) 234-7 160 

%ce of Nutritional Products . . 

Labeling and Dietary Supplements (HFS-805) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
5 100 Paint Branch Parkway 
College Park, Md. 20740 
Atten: Gary Coody 

In accordance with: 
TITLE: 21 Food And Drugs 
Chapter I - Food and Drug Administration 
Dept of Health and Human Services 
Part 190 - Dietary Supplements 
Subpart B-New Dietary ingredient Notification 
Sec. 190.6 Requirement for premarket notification 

(1) Name and address of distib.utor: Kelatron Corporation 
1675 West 2750 South 
Ogden, Utah 84401 

(2) Name of new dietarv ingredient: BioVitaflu / BioVitabronch (Vitex negundo, L) 

(3) DescriDtion of new inpredient: BioVitaflu / BioVitabronch is the bulk pure leaf 
powder of the plant variety Vitex neg-undo, L. harvested for medicinal purposes in the 
Philippines. There has been clinical research done on the effectiveness of this plant for 
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the 
lungs. It is currently in use in the Asian market under the name Lagundi, which is the 
local name for the plant in southeast Asia. 

(3) (i) Level of new inpredient: The product contains only the pure plant leaf powder of 
v&ex negundo, L and no other substance, to be sold in bulk powder form to retail 
manufacturers. 

(3) (ii) Condition of use: : In general, to be used by adults (18 and over). Not to be used 
by lactating or pregnant women. 

(4) Historv of use: see attachment 4A 
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From: 
Mary Ann Coral-Amasifken 
Kelatron Corporation World Headquarters 
1675 West 2750 South 
Ogden, Utah 8440\ 
Phone (801) 394-4558 

Kelatron Corporation Botanical Division 
2145 Barefoot Park SW 
Wilson, North Carolina 27893 
Phone: (252) 234-7 160 

%ice of Nutrrttonal Products . . 

Labeling and Dietary Supplements (HFS-820) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
200 C Street SW 
Washington, DC 20204 

In accordance with: 
TITLE: 21 Food And Drugs 
Chapter I - Food and Drug Administration 
Dept of Health and Human Services 
Part 190 - Dietary Supplements 
Subpart B-New Dietary ingredient Notification 
Sec. 190.6 Requirement for premarket notification 

(1) Name and address of distributol;: Kelatron Corporation 
; 1675 West 2750 South 
1 Ogden, Utah 84401 

(2) Name of new dietary inpredient: BioVitaflu / BioVitabronch (vitex negundo, L) 

(3) Description of new inpredient: BioVitaflu / BioVitabronch is the bulk pure leaf 
powder of the plant variety vitex negundo, L. harvested for medicinal purposes in the 
Philippines. There has been clinical research done on the effectiveness of this plant for 
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the 
lungs. It is currently in use in the Asian market under the name Lagundi, which is the 
local name for the plant in southeast Asia. 

(3) (i) Level of new ineredient: The product contains only the pure plant leaf powder of 
Vifex negmdo, L and no other substance, to be sold in bulk powder form to retail 
manufacturers. 

(3) (ii) Condition of use: Clinical trials indicated that BioVitafUBioVitabronch may be 
effective in relaxing smooth muscle tissue and ease night time coughing. 

(4) Historv of use 

(5) Sipnature 



LAGUNDI 
(Vifex negundo L.) 

I 



-DIE: EFFECT OF l *LAG~Dr’ 
(a Local herb) TABLE-l-S ON 

BRONCHIAL AS-l-fibiA IN ADULn: 
RtiDOMQiiD DOUBLE BUKD STUDY 

WITH THEOPHYLLlNE* 

By: Romeo P. Chu, M.D.** 

ABSTRACT 

Forty otherwise heakhy asthmatics were 
i&t&d in a randomized doubie blind compara- 
be study betnccii lagucdi tab!ets and the 
sramLard drug Lheophylhe. There were. 20 
rdhjects per treatzen! group; 7 of the subjects 
were i l l&S and 33 ktX2!2S. The patient prcfic 
of hot!! treatment groups were co:nparable, 
j&x&q the bertke pixz~~eters of both 
pups were 2ko ccr;?pLlabk. Kcsuk~ *bowed 
tb.2; both 1;g~r.di ai;d .tteophyUine caurird 
r$-Ji.x!l bi2Zlit~O53ti~il over time.Statisticxl 
h-,&is &-xtd C<:;it<;3iit increz~~ h rile 
a,:~.? pczk expkathr; iiuw :are (PEFR) of the 
&;-Jcli group be$m%zg at -&e 3rd hour. I?-$ 
j:,;*qs ll-te cnset zi- a:!ion of lagundi to be at 
3 bcurs postCo;kg. For ~5-2 l.l~eophyliine group, 
s;;J~~c,u:~ LqGest LY LIS PEFR ~a!ccs W~.S 

z:3:ed at 1 hou: ~.kz;i: cor:esponds to its 
0z.c 1 oi ecrisn. NOVA WIL! repeated 
,~lcasues showei no d(Q?ifcalt diifercncc bet- 
ucen kgundi and theophyi!mt Hith respect 
to their effects on PEFR. However, rirce the 
sample size is iradcqtrate, it cannot yet be con- 
cluded that lafundi is as effective as theophy- 
hine. Patien:s treated with lagundi failed to 
JIOW a significant imprcvcrnent of :heir whcez- 
i~g over the but rr.i& have p:even!ed the 
u.F,cez.inS from g::thg xorse. Patients treated 
uith thcop!~yZnt howeve: sho\red tignificant 
improvement of rhcir wheezing 2s early as the 
seccnd hour. The theophylline trea:ed patients 
had significantly ktcr wheezing scores than 
the lagundi group at t!!e 6th 8th, 24th and 

VCL XYVI JA?:VARY-:.Gr?Cri ;Cj?,d ho. , 

48th hour. There were no significant differ- 
ence in the severity of cough, dyspnea and 
chest pain in both treatment groups over 
tine. However, the theophylline treated group 
h;ld better “coughh” than t.hc?agUndi”gOUp at 
the 24th and the 48th hour. The‘ theoph@= 
group had also better “dyspma” scores than 
ihc hgundi group at the 48th hour. There was 
no significant difference between lagundi and 
thcophylline in terms of the effects on pulse 
ra:e, respiratory rate and blood pressure (BP) 
readings. Ho*:-e;-er, there ~vas sigr&cant dec- 
reax in the ~xan sitting systolic BP arid stand- 
kg diastolic BP cyer tke. Tfiis needs further 
investigation. Side effects repcrted in the 
laguundi group u’ere vomiting, Cesquamarion 
oi the skin over tk palms a-12 ixreascd fre- 
quency of uric-Ation. In the theophyllinc group, 
the skk effects reported were nausea, vomiting, 
cdd sxeafs, F3lpi!aiiOil.S, tremors, headache 
acd epigastric pzin. O-;eraU, L,-Jndidispiayed 
significant bronshodilating efkcu. Although 
theophylline has a slight cdgc in terms of thera- 
peutic efficacy, lagundi still holds to be a pro- 
miring drug in the future. 

WFRODUCIION 

The use of plants for medicinal purposes 
is as old as man himself. Primitive man piob- 
ably learned their meriici,al vahre from mtui- 
[ion and observation of the ~anirnrls around 
hh Ttuough trial and error, he discovered 
the efficacy of certain plants for certain ail- 
ments ani he passed this knowledge on to his 
neighbors. From such beginnings rprcng our 
present knowle:‘,ge of tlte use of plant consti- 
txn:s in the treatment of dkense. 

i’ltil:ppir,e !lsrz abounds with p/ants of mc- 
&r:nai value. Zcic:1ti!% proof of efficacy, es- 
1abhjhCC CuouJ: rk:: isolation of their active 
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constituer,ts and s:udies on ti.eLr pharmacolo- 
gic acdum, I-AS be:n ~ccorzi;pIl~.cd on some 
of these ph;:s. This work uat done principal- 
ly by the L’nivcrsity of the Philippines, thz 
Kat~ornl InsOure of Science and Teci-m~logy 
(SW) and the Philippine C~ur.cil for Health 
Research and Ecvelopment (PWRD). How- 
ever, there remains a large number of plant% 
widely used in foIk medicine, still to be inves- 
tigated. One of these plants is Lagttna. 

Virex negutdo (Lagundi, Tag.) is an erect, 
branched shrub which grows thughout the 
Philippines. It is fcund more commonly in low 
and medium altitudes and it war:e places, 
thickets, and similar 1ocatio;ls. The kaves 
usually have 5 kafjletJ (rarely 3) which are 
pabnateiy arranged. These ieaves are found 
to have ati essential oil and resin, while the fruit 
contains an acid resin and an astrhtgcnt organic 
acid. The leavts and seed of the plant were fi;st 
reported as a mxiicin~ by Fr. Chit. Thereafter, 
,more medi5al use3 for tire $3nt have beta 
reported, an:ong which’ are: a: ckutser for 
ulcers, as !actqogJe, f&rZugt, expectorant, 
wound disinfectzt and for fletilence. The 
leaves in particular h3ve b:<n used M inseti- 
tide, anti-i-~lzn-m~tor;, expectorant, attd for 
crtzrh and headache 

Open chrzil t.riak have Thorn that the 
decoction of !CZV~?S 0: hg:;,Ci Ccc:trud the 

frequency cf’ congh and inc:tss:d tie voiu.me 
of exp:rtora!ton. In a study in gstnea pigs, 
u+ls c:t:ic scld as cough inducer, the anti- 

. tuwive effect of the decoction was comparable 
:o that of dextrorr.etorphan. 

Anecdotal reports seem to show a favorable 
response of asth.mat!c pltknts to lsgundi leaves 
deccdion. The bronchodilating activity of La- 
gundi leaves hs repatedly been shcwn using 
the cat trxheal chain model. One c&d in acute 
astIrma sho.rcd improvement of FEVI, FVC 
and PEFR -after a tiir!gk dose of lagundi leaves 
Crcoction. 

OEIKl-lVES: 

1. To deterr:ir,c the thc:aPcotic efficacy of 
h;unJi kbkts oc bronc5ai as~hrra ir. adults. 

2. To conlP:re the eifcct of Lpr.5 tzbIet 
to 11‘31 uf thCu,i!yilLYC 15tbiet o:t bronchial 
asLhs-a. 

3. To determine the onset of action of the 
bronchoJ&ting activity of kgundi tabkt on 
bronc!tlal asthma. 

4. To compare the adverse effect/s of btgurr- 
di tablets (ii any) to tit of thophylline 
tablets on bronchial asthma. 

A. Preparation of Test Drugs 

1. Lagundi tablets made from pulverized 
dried Lagundj leaves were manufactured by * 
PCHRD. The tablets utilized were from lot no. 
28108601. 

2. TheophylIine tablep (125 m&b) were 
rtree! purchased. 

I _ Inc!usion criter’;l: 

a. MBles and femaks 14 years and above 
with definite history of asthma. 

b. Patients whose PEFR is less than 85% 
of predicted va!ue and who are able to demons- 
trate tiat their bronchospasms is reversible 
in the fo!lcwing manner: 

The ;atien:‘s .@& expiratory flo;v rate i.3 
recorded befo:e and 15 minutes after 2 in!!. 
tisns of a metered dose (100 mcg) of salbuta- 
mol aerosol 0nfy patLnts whose PEFR is ln- 
creased by 207c ti be admitted to the study. 

C. h-ept for asthma, patients must be h 
gcod general health. 

d. Patients who have been fully informed of 
the possible risks and benefits of participation 
and iuve voluntarily agreed to partkipate ht 
this study. For minors, parents or guarb 
who are fully informed shall also &rt the a)~ 
sent. 

2. Exclution criteria:’ 
i 

a. Patients with severe asthma as defied: : 
1. grade 2.4 or worse (see .4ppendix A) 
2. presence of resting tachycarb 
3. pulcus paradoxus k 20 mmHg 
4. PEFR 120 or kss 
5. im.pending ventilatory failure 
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of any mcdicr&ns Ol!iCi than the tsst drug. 

; Ps!ien:s on tw3 - 2 ysr&:: agents al:ti short 

i cr ItinS nciing t!~eoph\ 1-L.e preparatinra are ; :‘n 

; reqrrircd to stop medi?~iio.zj at Icast 24 hours 
priur to thc study. 

c. Patients who have used systemic steroids 

I 

chror.ically within six’ months before entry 
. info the study; or have used a single dose of 

I 

dexametbasone or bctanethasone with&r sf~ 
weeks before entry into the study; or have 

! 
used systemic short acting steroids within 14 
days before entry into *the study. 

I 
f 

d. Patients who have used disodium cromo 

; 
glycate or ketotifen wit!? seven days before 
enrr)’ into the study. 

i e. Petients with any of the foBou%g: 
I 
1 

I. czrdhc arrhythrria 
2. moderate to severe hjperten:ion 
3. patients on beta blocker therapy 

I 

f. Patients who ue prcgnzr.: or lac:ati&. 

This is a doub!e blind standard drug con- 
rralied study u:iWng JO patients u-ho are 
ran&mly a-iigned to 2 goups: Group 1 
(20 patients) to receive L!eophythne (3 m&j 
kg./dose) repeated every 8 hours for 9 doss. 
Group 2 (20 patients) ta receive laguundi (15 
mg./.kg./lose) repeated c;ery 8 hours for 9 
doses. 

After a patient has beer: selected as a candi- 
dare for :!re study and his g!ven irJorrncd con- 
sent, the follou%g proccdcres ivere performed. 

1. cq;nptcte medical h%o.y and physical 
exml:aation with emphesis on YEFR, kiting 
and standing blood pressure, respiratory rate,. 
pulse rate and auxultation of the chest. 

2. routine laboratory rest:: 
a. hematology: hemcg!obin, hcmatocrit, 

total v.Iitc cell cocnl, JJieren:ial count, 

cr&~o~~~tr wdimtn*atiozi I !!t, reticulocyte 
couch and p!at~le; count. 

b. blood itrmjstries: BLX, crcatinine, 
SGPT, FCES 

c. uriG;iiyr:J 

5 chest x-ray (optional) 

In all parients enrolled into the study, suffi- 
cient time was allowed for recovery from the 
salbutamol test (at least 8 hours). Once rhe 
PEFR Is again less than 85%. then the study is 
resumed. 

Dt~iq the course of the study, ail food 
zubs-aces must be caffeine-free. Na coffee, 
tea, &ocoh:e or sof:drinks were allowed. 

Prior to givkg of medications (baseline) 
and a: 15 minures, 30 tntutes 1, 2, 3, 4, 6, 
8, 24, 43 anA, 72 hollrr ?ostCcsing, the id- 
1cwir.g were txamhed (cr Aed) and properly 
recorced: 

1. si:ting and standhg blaod pressure 
2. pulse rate 
3. rcapiritcry rate 
4. PEFR a: Slranding posi!ion (the highest 

of zt feast 3 acczptab!e effo.+d was recorded) 

5. chest ccs:u!tsticn noting the degret cf 

vhtti~~ sco;ed as follows: none - O; mi!d -1; 
m&crzu - 2; severe - 3. 

6. seveC:y of mug!! scored as above 
7. d.qree of dyspnca scored as above 
8. degree of chest pain scored as above 

Side effects or adverse reactions were des- 
cribed ad properIf recorded. 

D. lntercu~ect Ever.8 

Patients v;cre not aliowcd to take concomit- 
tmt mcdiutlons during the study. If the 
patient does not respond to tither Lgundi or 
theoFh)llhe, then ulbutamol tablets at a rnti 
ximcm dose of 2 mg. every 8 hours will be 
added to the rr~rcn and rtcordrd. 

. 
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Analysis of variance (AXOVA) with repeat- 
ed observations with respect to time was used 
for data on theophyllmc and lagundi doses 
for the four variables: blood pressure, pulse 
rate, respiratory rate and PEFR. If a statistl- 
tally s&&cant ,result is obtained, Duncan 
Multiple Range Test was employed to deter- 
mine the specific periods of observation;which 
arc significantly different from baseline. 

Friedman two way analysis of variance was 
employed to determine if there was signifiunt 
difference in the severity of cough, wheezing, 
dyspnea and chest pain over time: 

t 
Mann-Whitney U Test was used to determine 

if there was s&rificant difference between the 
two treatment groups with respect to their ef- 
fect on the severity qf wheezing, cough, dysp- 
nea and chest pain. 

duraticn of il!neu for n!l subjects was Is.7 ’ 
years. The frequency of“rttackr was simih for 

both groups which ranged from weekly to year- 
ly. Ail the subjects included in the study had 
previously been taking either a theophylline 
preparation, beta-2 agonist agents. or both 
There \iere 3 subjects with conumittant 
ill+% 2 patier& in the kgundi group had 
mi!d hypertension and- 1 patient ln the the+: 
phylline group had nodular non-toxic goittr. . 

Laboratory Tests Results 

All blood chemistries were within normal 
limits except for 2 patients. One of these is in 
the kgundi group and has a WBC.count of 
13,OtX/mm3. The other patient h in the , 
theophylline group and has a WBC count of i 
lO,OOO/mm3. Both have normal’.differentkl 
counts and had no clinical evidence of lnfeo 
tion. 

2 patients in the lagundi group has sbghe 1 
ekvatcd eosinophil count at 0.04 x 109/L 2 1 - _ - _ pfiUE3-S AHD Di~SS@ti _.-_- patients in the theophy!hne group a&o showed -I ! 

From Sept. 22 to DCC. 31, 1987,43 subjects ekvati~m at 0.03 and 0.07 x 109/l respective. ,.. I 
participated .+I the dinical triaL 3 dropped out ly. 
of the study after ?4 hours. AU of them were 25 out of the’ 40 subjects had their chest ( 
in the theophylline group. The first one drop * x-ray done within the year. All showed normal ; 
ped out to take care cf her sick child; the se- findings exapt for 4 patients. 2 patients show. 

cond due to inckrrrnt ueather (typhoon) and ed minimal infiltrates in the upper lung fiild, 
&e third for unknown reason Only 40 subjects interpreted as rllinimal pulmonary tuberculosis 
were included in the following discussion. activity undetermhed, one of these belong to 

the kgundi group while the orher was in the 

-.- f&nt ProfIle - 
_ __--___ - _.___ ~-0&lli11~ group. One of the patients in the _ _..- --. ..- -. -- --. 

hgund.i group had a chest x-cay which showed: - 

The 40 subjects were equally distributed for 
each treatment group - 20 in the lagundi group 
and 20 in the theophyilinc group. There were 7 
males and 33 fern& with a ratio of 1~4.7. In 
the kgundi group, the:e were 19 fcmaks and 
only 1 male while in the theophyti: group, 
there were 14 females and 6 males. 

: 
i c. 

, 

The mean age for the hgundi group (31.2 
years) was slightly lower than the theophyltine 
group (34.7 years). The mean age for alI 
subjects was 32.95 yearr The age range for the 
lagundi group was from 20 to 48 years while 
that of the theophylbne grqup was from 16 
to 72 years. Mean duration of illness for the la- 
gundi group was 13.3 years while that of the 
tbeophylhne group was 18.1 years. The mean 

emphysematour changes whik the other pa- 
tient in the theophylline group showed streaky 
densitks on both lower hng firhis interpreted 
as chronic non-specific inflammatory disease. 

Figure 1 illustrates graphically the mean 
PEFR values of both the lagundi and theophyl. 
line treated groups over time. 

‘The analysis of, variance @NOVA) with 
repeated measures showed a signifiiant differ. 
ence in the mean PEFR values of both treat- 
ment groups over Grne. This means that both 
drugs, kgundi and theophylline, caused w- 
&ant bronchodilation over time. Duncan mul. 
tipk ranee test showed significant maease b 
the mean PEFR values (from baseline fo 238.75 
L/mm.) of the kgundi group beginning at the 
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bird hour reaching 257.5 L/rnir, 0~s waJ 
scstained UP to 8 hours). ‘IX meam that 
the on=t of action of hgundl is at 3 hours 

. post-dosing. For the theophylline group, @f- 
flcant increase in the PEFR value was noted 
It 1 hour (from a baseline of 257.75 L/K&. 
(0 288.75 L/mm.) which corresponds to its 
Owt of action lbb effect was rustained 
t.tJmJghOU~ tf.frp$y pe!p- t “1,; :- 

CoJnpariq ltlcGjnlg3 i tekr’of their 
effect on‘ the PEFR values ubing ths ANOVA 
with repeated measures, the XSUI~J rhowed 
00 t@ifkmt dxfeicoce between the two 
tnatmcnt groups at P > 0.05; Homver, sincz 
the sampk size is stt inadequate, It cannot __ 
yet be conduded that hgundi is as effective as 
thTophyll.ine. -: 

Flgurc 2 i&&rates &apbicahy the mean 
pulse rate of bcth treatment groups over time. 
ANOVA with repeated measures showed no 
sigmfiiant difference in the pulse rate of both 
treatment groups Over time. This means that 
both drugs are safe in that they do not sign& 
fktntly affect the pt.& sate. They rue neither 
myocardial stimulants nol depressants. 

There was also no dgnifkmt difference 
between the two drugs ia terms of their efleect 
on the pulse Me. 

Figure 3 itiustntes graphic&y the mei 
respiratory rate (RR) of both treatment groups 
over the. The ANOVA showed no signi&ant 
difference in rhe mean RR of both treatment 
groups over time. This could be so because 
most patien!r included in this study had only 
mild asthma and are thus not tachypnejc. h 

- - fact, the mean RR for all subjects was only 
20Slmin. Even if the patients responded to 
the mcdlcatioas and had relief of their bran- 
chospasm, no signScant drop lo the RR b 
expected because of the above stated reason. 
What is important 10 tote is that *he mean 
RR did not ~increase wNch m+s -ti!- the - -- 
patients did not get worse. 

Figure 4 tlturtrater graphically the mean 
sitting blood prewure (BP) of both treatment 
groups over time. I‘here wa3 si@kant diffe-. 
pence tn the rnc~l dtting systolic BP over time 
for both treatment group. In the lzgundi 
group, the mean baseline sydok BP at sitting 
podtion was 109.75 mrniig. At 33 mirx and 
at the 6th hour, t?k WaS s$!r~kantly !oucr 
st 30 mins. with a mean reaiing of 106.9 

id&: l-b was dm noted E! the following . 
observation periods: 2 hours (hrr), 4 hrs., 
5 h, 6 hrc., 8 hrr%nd 72 hrs. These changes ’ 
could be due to the retief of bronchospumr 
or due to the fact that the patients were rested 
for a longer period of time. It is also important 
to note that although there was a significant 
decrease in the sitting systolic BP, this effect 
pyas nof consSstcnt throughoui the study pC 
riod~. No .patient reached hypoteniive ‘l&b 
nor were then compbinta of dizziness rttri- ’ 
butable to the decline fn BP. AIf these plur 
the fact that ail patients (except for the 2 
previously mentioned hypcrtensives) were nor- 
~otrnsive rem to point out that these differ- 
enci were not &lly that im+rtant. ThCiZ~----“- 
fiidings were also not consistent in the 2 pa- 
tients (both i;l the lagundi group) with mild 
hypertension. One patient tid a slight’ in- 
cream. in systolic BP white the other had a slight 
decrease. 

Comparing the two, there was no significant 
diffcrena between lagundi and theophylline 
in tcms of their effect on sitting systolic BP. 

For the sitting diastolic BP, there was no 
signifkant difference in both treatment groups 
over &me. There was also no dgnificarn differ- 
ence between the two groups in terms of their 
effect on sitting diastolic BP. 

Figure 5 illustrates graphically the mean 
standing. BP readings of both treatment groupr 
over time. 

ANOVA with’ repeated measures showed no 
sigaificant difference in standing sy:tolic BP 
readings of both tnaUIICnt grou~o~er~~irnp~.-.- 
There war al&Y& s@ifGGifference bet- 
ween the two drugt in terms of their effect on 
rtandiag systolic BP. 

‘II&e was i significant deaeak in the mean 
standing diastolic BP for both treatment groups 
over time. For the lagundi group, the bas@ne 
mwi :.diastolic_ BP-ti-tar@g- pogtioa was 
84 mmHg and there was a significant &creat 
to 77 mmHg noted at the 4th hour up to the, 
8th hour .md at the 24th hour: For the 
theophyl@ group, the baseline mean standing 
diastolic BP was 79.8mmHg which significant 
decreased to 75 mmHg at 30 &ins., the Ist hour 
and the 4th hour. Again, the,~easons previously 
cited could be used to explain- the sigriftcant 
decrease in BP reaa;, i.e. - relief of bron- 
chospasm md longer period of rest. Similarly, 
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cough in the layn3 group over t@c rho&cd 
no significant difference in the severity of 
cough in this Ireatment group at P > 0.05. This 
means that patients treated with lagundl failed 
to show siguifitant improvement or deteriora- 
tion of their cough over time. A huger sampk 
size might be able to detect a sigticant differ- 
ence. Although previous studies showed lagundi 
to be effective against cough of viral origin, the 
parameters used was more of frequency rather 
than severity, so the results art not quite corn- 
parable. 

;t 

-- 

the &$ficcnt dcacm was not perdsttnt 
throughout the riudy period and that Iha 
paths did not reach hypotcnrhre levela. 

Chest Findings 

The stu4y shows that in the severity score 
for wheezing in the lagundi group over time, 
the higher the rank sum, the more tcvere is 
the wheezing. Note that the changea h the 
scores are minimal. Using the Frkdnxn 2 a~zy - 
ANOVA, there is no significant~ difference in 
the severity of wheezing at P > 0.0s. T&is 
means that patients treated with kgundi faikd 
to show a significant improviment of their . 
wh-zzing over time but might also mean th‘at 
lagundi prevented their wheezing from getting 
worse. 

Staurtid anatyti of thi3 severity rcore~ fa 
COU@l h rh8 theophyUlne treated &rOUp mer 

time also showed no signifiit differena h 
the severity of cough in this treatment group 
over the at p > 0.05. Although thcophylhrrr, 
afforded significant t&f of bronchospasn, 
and improvement of wheezing, there Is sthl 
no sign&ant improvement of its associated 
cough A larger aampk size might be abk to 
detect a signlfkant difftrencc. . . __- 

.-- ! 

The severity sco&for whc+&g in the th& 
phylhne group over time showed results ofsta- 
tisticai analysis indicating significant improve- 
ment in the severity of wheezing at P > 0.05. 
This was noted as early as the second hour and 
was sustained throughout the study period. 

Mann Whitney U lest was utilized to com- 
pare the fwo treatmtnt group wi’t respect to 
their effects on wheezing. There was a signifr- 
cant difference between the lagundi and 
theophylline treated group at the 6th hour:8th 
hour, 24th hour and 48th hour. This means 
that the improvement in the severity of whccz- 
ing in the theophylline treated group wan sign& 
licantly better than the laprdi group at the 
observation period stated above. 

cough -__ ~.. --- -- ;.-..----- 

---Statistical~AnXtysiisof-tFG3erity scores for 

_-. - 
comparing tG- ‘two. trt&l~nt group with . . 

respect to their effect cm cough, there k a 
statlttica!ly dgnificant difference between 
the laguncli group and the theophyka group 
at the 24th and 48th hour. This meana that the 

1 

improvement in the severity of cough In the 
theophylline treated group was aignlfic&tly . 
b&r than the lagundi t&&d grab 
above stated observation ptriods. P 

at the 

Dyspnea 

Statistical antsis of the severity scores for 
dyspnca in the lagundi treated group over time 
showed no sigticant diflerence in the severity 
of dyspnea in this treatment group over time at 
p > 0.05. This means that although patkntr 
treated with lagundl had signifiit relief of 
their bronchospasm, yet there was no rignifi- 
cant improvement in the severity of their 
dyspnea. However, lagundi rni&t have protec- 
ted them from getting worse. 

W ith regarhr the severity scores of dyspnea 
in the theophyliine treateh group eve; &,, 
statistical analysis showed no t@iificant hi&t; 

- . enct in he ==ity of dysppn.ea_.q J.& treat-, _  _ _ -. . - . 
merit-gicirip3GXne at p > 0.05. This means :. 

that the degree of dyspdti in patientr treated 
wit& .,theophylline neither Improved nor 
worsned. ._ 

Cpmparing the two treatment groups &h 
respect to their .effect on dyapnca, there m  
a statistically significant difference between 
the lagundi group and the theophyltine group 

at the 48th hour. This means that the h,+ 
provement in’ the severity of cough in the th* 
phylline treated group was @rifkantly betta 
thzn the kgundi, treated group at the obrem. 
tion period stated above. 
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! Fri3.!mjr. 2 51y ANOVA a!lawed no si& 

For the sex&y scores for ckczt p-A in the 
theophylline grqz over time, S’ttisticaI ULB- 
ly-53 showed TIC significant di.ffeTence in tie 
severity of chest ptis over time for this trea:. 
ment group at p BO.05. TbS mranr llxt pa- 
tients treated with theophyil.ine failed to chow 
a signifitcant improvement or r4orrcxGrq of U-teir 
cbcrt paIn over !i..e. 

Twthc patient (3LG of -the zmp!e ti) 
toOk GiiiibuLiiol La5lC.S tiisei 24 hoWS beCSUS2 

f d:cy developed astlx:sS5 a:t&x Eigh: (5) 
: W’TC in t!?c lagxrdi 2’3ip arrd faur (4) in ts.2 

i t!xophyllLx group. Ci kc 8 rAjects ir; the 
i IficvnCi grccp, ! parisr.r took 8 Z%bl;tzmol 
I tableLs ms pstixt had been on prednisonc 
i for 10 deyr but k?s stop-xd sine 3 weeks ptiOr 
i 

to the study and had fti conuol cf her asthma. 
f He bronchial airway bypcr-reactivity might 
I have flared up a&n); 1 pstirn; took 4 tiblz;s; 

i 
ano<ler patient took 3 tz3ttr end 3 p:;itnu 
took 1 tabkt each. The roti r.czGxr of G&Q- 

i 
! 

mcl tablers r&en in tie L;xdi group W= 
, I 27. Of rhc 4 pAGents in the thop~yL!.ti~c soup, 

“,-.I y.x”, JAr:UARY.tAAncH l’J9?. :i3. 1 

*ab!ct te:.A Torrl nurrEcr of adbutr.mol 
ubleti taken in ttie theophylllnc group was 
only 6. No rlrtitical analysis WI employed to . 
a.3dy-z the differena between the two tnat- 
merit groups in terma of the number of addl- 
tional medications taken but it zecmr apparent 
that theophyIEnc patients fared better than the 
lqtmd patints in t!xt they took les dbc- 
‘Sxmoi tabletS. 

Tine fact that these patients took albutnrnol 
tablets did not invalidate the previous conclu-’ 
rias drawn for the above parameters. regard- 
ICG of the treatment grocp All patients took 
these tdditiord medludons &et the first 8 
hour o!xervation period which kaves us to 
acco’at orJy for the 24th. 4&!1 and 7tid hour. 
F!xriese.g ($2 ~dividau! ME however show- 
ed th: & paxmete: went down (refkcting 
worxn>g co~~tio~j dxriig these three o&r- 
nticc ;<:-er.s.G cvcn ii the patients took salbu- 
b.mot cabk:tr in contrast to ‘&z general trend 
*~‘hich choar l da Cie pmeters we:e going 
Up (itfk<UIlg !.mp:ovQ cor&ion). Tbia mtarii 
UEI LLC h+&e of &U..SIO! tzb!ctr did not 
ccn:ribu?c sQM:ent!y enoc& to alter the 

Two (2) pa!ienU in the iagurtdi group cmn. 

pLained of vomitin!; anotisr 2 noted desquamr- 
tion of the skin ever tiir paJmt and another 
one comp!ained ofAnaease frequency (but not 
amourt) ifi ul-iitioa 

Thrcz (3) patienb LU the theophylline 
g:oup cxnplincd of naurza ar.d ne of +&em . 
vomitted; 2 ccnplained of co!d sweatt and I 
ptipitzions; another 2 compiain3d of head- 
acher; 1 compiailed of epiga%+ pain and 
snother cme complained of dizzinen 
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. i CONCLUSION AND RECOLLMENDATIOKS 

RctuItr of this study showed that lngundl 
caused significznt bronchodilating ectivity and 
had fewer Jide cffeccc. Akhough theophylline 
h a &.ght edge in ~.JXKU of th~r~pc~tic effi- 
cacy, yet hg;mdi atill holds to be a promixing 
drug In ttx future. Ihe lagundi tsblcts used 
were but made from crude drizd lcavez and 
might contain only minimal active compounds. 
Thus, the dc.agc used akhough at 15 m&g.i 
dose at actually be inadequate. Further 
investigations must be undertaken end tlx foC 
lowing dews are recommended. 

I. Active prixipk sho’uld be irolated 
2. Studies should be done correhting 

bron&odi!ztion with serum levels. 
3. Ph.ernucokinetics ncd p!zumsodyca- 

Miss of lagundi chould be xtudied 

The Inatasing uses of mediti plants, the 
present ret:m to Mother Earth and nnturc’r 
product, the nuder of people from all over 
the world who rt!y partty or compietc!y on 
herbal curt: and he succxs tl-zy a&ice, ire 
Clear IndIcationr of thz podtion the:e plsnts 
occupy In the przctic, of rxdicinc today. 

In our country, the mt of irnportCd medi- 
cine is beaxing prohibitive. TI& bhows UC 
ckarly the urgent need for extcr&e resccch 
on our medicinaI plants. Never before had we 
been so forced :o rely upon our own resources 
as we .a th.3 Then the vzry life of our nation 
(for people hue the nation) depended uppn the 
herbs that Cod Fzd gradous!y given CL 

LACUNDI IS A SPAR:: AND WE HOPE 
THIS SI’xPX SHAU. START A FLAME. 

i 
, 

Appcnti A _ . 
f 

C:ad!ng of Althm I: 
\ 

Grade IA 
I 

Patient only able to can-y hourwork or job 
with great diffiilty. Sleep frqucntly w, 

; 

Grade 1B 
Patient only able to carry h-work 

or job with great difficulty. Sleep frequcnty 
disturbed, 
Grade 2A 

Patient confined to chair or bed but able 
to pt up with moderate dlffxulty. Sleep h . 
disturbed with little or no relief from inhaler. 
Grsde 28 

Patient confked to chair or bed and only 
abb to get up with great dlffkulty. Unable 
to rlcep. Pu!se rate over 120 per minute.’ 
Gredt 3 

Pat&t totzlly conflned to chair or bed. 
No rltep. h’o relief from &n&r. Pulse rate 
ocer I20 per minute. 
Grade 4 

Patient immobilized and complctcly ex- 
hauszd. 
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SUBMITTED CLINICAL STUDY 
REDACTED IN ITS ENTIRETY 

CONTAINS 
CONFIDENTIAL COMMERICAL INFORMATION 



From: 
Maiy Ann Coral-Amasihen 
Kelatron Corporation World Headquarters 
1675 West 2750 South 
Ogden, Utah 8440 1 

,- Phone (801) 394-4558 

Kelhron Corporation Botanical Division 
2145 Barefoot Park, SW 
Wilson, North Carolina 27893 
Phone: (252) 234-7160 r- :,’ . 

.I, 

Office of Nutritional Products 
Labeling and Dietary Supplements @IFS-820) 
Center for F6$d Safety and Applied Nutrition 
FoodandDnigAdministra&on ’ 
200 c street SW 
Washington,-DC 20204 - 

., ;:, _ .I.: ._ I 

In accordance With: 
JTJTLE 2l~~R~jt39$33&&~>& -;:‘:;,; 
Chapter I - Pood;andlDnig Administration 
Dept of Health a&Human Services 
Part 190 -Dietary Supplements 
Subpart B-New Dietary ingredient Notification 
Sec. 190.6 Requirement for premarket notification 

,I 
(1) Name and address of distributoq: Kelatron Corporation 

.^ J..‘W: Wgt.2750 South 
“,/‘ ‘Ogden, Utah 84401 

-. 
(2) Name of new dietarv ingredient: BioVitaflu / BioVitabronch (vitex negundo, L) 

(3) Description of new inpredient: BioVitaflu / BioVitabronch is the bulk pure leaf 
powder of the plant variety Vitex negzdo, L. harvested. for medicinal purposes in the 
Philippines. There has been clinical research done on the effectiveness of this plant for 
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the 
lungs. It is currently in use in the Asian market under the name Lagundi, which is the 
local name for the plant in southeast Asia. 

(3) (i) Level of new-hredieut: The product contains only the pure plant leafpowder of 
Vitex negundo, L and no other substance, to be sold in bulk powder form to retail 
manufacturers. 

(3) (ii) Condition of use: Clinical trials indicated that BioVitafluEGoVitabronch may be 
effective in relaxing smooth muscle tissue and ease night time coughing. 
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REPUBLJC OF THE PHILlPPIF@S 
DEPART= OF HEALTH 

BURiiAU OF FOOD AND DRUGS 
&bang, Muntinlupa N? 29&o 

Metro Manila 

P.S.D. Form No. 1 
R~&wAw Status : 
IIFAD Registration No. : f.fDL-36 
Classification Ott-initial 

CERTIFICATE OF PRODUCT REGISTRATION 

pursuant to the provisions of Republic Act No. 3720 as amcndcd, known as the Foods, 
Dnlgs and Dcviccs and Cosmetics Act, and consistent with R.A. 6675, known as the Generic 
Act of ~988, the product more particularly dcscribcd hcrcmdcr has been found to conform 
with rcquircmcnts and standards for rqistntion of pl~rmaccuticnl products per h.0. No. 67 s. 
1989. 

Name of Products : Gcncrii: : LAGUNDI 600 mg TABLET 
Vitex negundo L. (Fem. Verbenaceae) . 

l3rand (if any) : ASCOF FORTE 600 mg TABLET 

Manufacturer / Trader . : Pascual Laboratories Inc. 
Bslagtas, Bulacan 

Approved Indication (s) * For the treatment of ‘bronchospasm in acute 
.-.-.l Jxnikhial asthma, chronic bronchitis and other 

broncho puLmonary disorders. 

z 

Clai~lcd Stability : 24 months * z 

Tllis r+tration shall be valid for ~FsB--.. year(s) and shall cxpirc on - 2003 h: 
: subject to the following conditiota: 

E 
IL 
t 

No’chanjic in the formulation, Iahclling and commcrcinl I”csccitntlon~hlb-~~~~~ 19 * 
* mndc during the cffcctivity of this registration without the approval of this Ufficc. 

This rcgistrntion is subject to suspension, canccllntoin or recall should violation of any pro- 
vision of R.A. 3720, as nmendcd, and/or rcgulxitrls issued thcrcundcr involving the product 
be committed. 

Witness My I Isnd and Se4 of this Office, this -@Jk..... day of -saatember.l998 
SL (Cellofoil) 
P6,420 
9975454 
97%-305/GIM!cora e,Ph.o., 

Director - C I ~ \ ‘. 


